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1.2. Study Design

This is a Phase 2b, randomized, double-blind, placebo-controlled, multicenter study to evaluate 

efficacy, safety, and tolerability of rilematovir at a dose of 250 mg twice daily administered for 

7 days in outpatient adults (≥18 to ≤85 years of age) who have at least moderate RSV disease 

(LRTD) due to RSV infection, and who are at high risk of RSV-related disease progression. 

Moderate RSV disease is defined as having at least any 2 of the symptoms of LRTD (cough, 

wheeze, coughing up phlegm, short of breath), at least one of which must be scored as at least 

‘moderate’ if the symptoms did not pre-exist before RSV onset, and/or at least one of which 

must be scored worse than usual if the symptoms pre-existed as determined by the participant's 

ratings of the RiiQ™ Symptom Scale and the Pre-Existing Symptom Questionnaire in the 

electronic Patient Report Outcome (ePRO) device.

A target of 180 participants who are at high risk for RSV-related disease progression is planned

in this study. Participants are randomized in a 2:1 ratio (active:placebo) with approximately 120 

participants planned in the rilematovir group and approximately 60 participants in the placebo 

group. Randomization to study intervention treatment should occur within 72 hours after onset of 

any of the RSV symptoms or worsening of pre-existing symptoms.

High-risk condition(s) for RSV-related disease progression is defined as:

 Presence of any of the underlying high-risk comorbid cardiopulmonary conditions (COPD, 
asthma, or CHF) AND/OR

 ≥65 years of age (elderly participants).

Randomization is stratified by high-risk (<65 years of age with underlying high-risk comorbid 

cardiopulmonary conditions [COPD, asthma, or CHF] versus ≥65 years of age without 

underlying comorbid cardiopulmonary conditions versus ≥65 years of age with underlying 

comorbid cardiopulmonary conditions), and time since symptom onset (≤48 hours versus >48-72

hours). 

The study population should consist of at least 50% of participants with randomization ≤48 hours 

since onset of RSV symptoms.

Participants who meet all eligibility criteria are randomized in a 2:1 ratio to receive 1 of the 

following 2 treatments:

 Treatment A: rilematovir 250 mg twice daily for 7 days (n = 120)

with dose reduction to 125 mg twice daily if coadministration with moderate or 

strong CYP3A4 inhibitors is started or continued during study intervention treatment

– for more information, see Section 6. Study Intervention and Concomitant Therapy

of the study protocol.

 Treatment B: matched placebo twice daily for 7 days (n = 60).
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The study includes a Screening Period (Day -1 to Day 1), a Treatment Period (Day 1 to Day 7/8

[depending on timing of first dose]), and a Follow-up Period (Day 8/9 to Day 35 [±3]). In 

general, the total study duration for each participant is 35 (±3) days.

Study interventions is administered orally. Study intervention administration should start as soon 

as possible, but no later than 4 hours after randomization. Randomization must occur within a 

window of 72 hours of RSV symptom onset.

A diagram of the study design is provided in Figure 1.

Figure 1: Schematic overview of the study

More information about the study can be found in the protocol, Section 4.1 Overall Design.

2. STATISTICAL HYPOTHESES

As this is an exploratory, hypothesis-generating study, no formal statistical testing was planned.

For exploratory purposes, the primary hypothesis of this study is that rilematovir reduces the 

time to resolution of the RSV LRTD symptoms compared to placebo, as assessed by a PRO

measure (RiiQTM Symptom Scale) in adult outpatients with at least moderate RSV disease and 

who are at high risk for RSV disease related progression.

3. SAMPLE SIZE DETERMINATION

The study aims to enroll approximately 180 participants in a 2:1 ratio to rilematovir 

250 mg twice daily (approximately 120 participants) and placebo (approximately 60 

participants).

The sample size calculation is based on the primary efficacy endpoint, which is the time to 

resolution of RSV LRTD symptoms from initiation of treatment to Day 35 in the Intent-to-Treat 

infected (ITT-i) analysis set.

With a sample size of 180 participants, there is an 80% probability to demonstrate a reduction of 

at least 20% in the primary efficacy endpoint when the true effect is 30%. As further guidance 
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for the sample size of this study, the power to detect a treatment difference for the primary 

efficacy endpoint is also calculated.

An accelerated failure time (AFT) model with underlying log-normal distribution for the time to 

resolution is assumed with a median in a placebo arm of 14 days and a scale parameter of 0.8 (as 

observed in Study 53718678RSV2004). Using the Gehan-Wilcoxon test to analyze the data and 

based on the assumptions that the time to recovery is improved by 30%, that approximately 10% 

of the total enrolled participants may not be centrally confirmed RSV positive, and that 5% of 

patients may drop out of the study early before reaching resolution of their RSV LRTD 

symptoms, a sample size of 180 participants (randomized in a 2:1 ratio to rilematovir 250 mg 

twice daily and placebo) will have an estimated power of 80% as based on 10,000 simulations 

using a 10% 2-sided significance level. The power was estimated as the number of simulated 

studies where the 2-sided p-value from the Gehan-Wilcoxon test was <0.1 out of the 10,000 

simulated datasets.

4. POPULATIONS (ANALYSIS SETS) FOR ANALYSIS

Patient profiles will be produced for all participants who signed the main Informed Consent 

Form (ICF) and who were randomized in the study, regardless of being treated or not.

In addition, patient profiles including limited information: ie, demographic and safety data, will

also be produced for participants who signed the pre-screening (diagnostic) ICF and experienced 

a study procedure-related Adverse Event (AE), even if participant was not randomized.

5. STATISTICAL ANALYSES

5.1. General Considerations

No efficacy and safety summary analyses will be performed and only listings will be generated

for each participant.

Clinical data will be reported through patient profiles, which will be produced using SAS®

version 9.4 (or higher). 

5.1.1. Phase Definitions

Not applicable

5.1.2. Baseline

Not applicable

5.1.3. Relative Day

Study Day 1 is the reference day and defined as the date of first dose of study intervention intake

(there is no ‘Day 0’). All efficacy and safety assessments at all visits will be assigned a day

relative to this date.

 The relative day for visits before Day 1 will be defined as:
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Relative day = visit date – reference date

 The relative day for visits on or after Day 1 will be defined as:

Relative day = visit date – reference date+1

5.1.4. Visit Windows

All values collected for the parameters listed below will be considered based on their actual date 

and time.

5.1.5. Data Handling Rules for RSV RNA Viral Load

For reporting purposes, the log10 qRT-PCR viral load will be imputed with the midpoint on the 

log scale between the limit of detection (LOD) and lower limit of quantification (LLOQ) of the 

RSV qRT-PCR assay when the result is ‘target detected’ (TD) but non-quantifiable.

 For the RSV-A qRT-PCR assay, the LOD is 620 copies/mL and the LLOQ is 
1000 copies/mL, a result that is TD will be imputed with 2.90 log10 copies/mL.

 For the RSV-B qRT-PCR assay, the LOD is 80 copies/mL and the LLOQ is 250 copies/mL, 
a result that is TD will be imputed with 2.15 log10 copies/mL.

When the result is ‘target not detected’ (TND) (i.e., below the LOD), for both RSV A and RSV 

B the value of TND will be imputed with 0 log10 copies/mL. 

For the overall reporting of viral load, all the viral load results of the RSV type with which the 

participant has been infected will be used.

In case of co-infection with both subtypes RSV A and B, the rules below will be applied for the 

overall analyses of viral load from the time the co-infection is detected (i.e., result of TD or 

>LLOQ):

 In case of two quantifiable results: the log10 of the sum of the RSV A and RSV B results in 
copies/mL will be used.

 In case of a quantifiable result and a TD/TND result: use the imputed TD/TND on the 
copies/mL scale value and then use the log10 of the sum of the imputed value and the 
quantifiable result.

 In case of two TD results, or one TD and one TND result: use the imputed TD/TND on the 
copies/mL scale values and then use the log10 of the sum of the imputed values.

 In case of two TND results: impute as 0 log10.

5.2. Participant Dispositions

Table 3 presents a list of the disposition information variables that will be reported in the patient 

profiles. The randomization listing will be included as appendix in the CSR.
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5.8. Interim Analyses

Not applicable.

6. SUPPORTING DOCUMENTATION

6.1. Appendix 1 List of Abbreviations

AE adverse event
AFT accelerated failure time
ALT/SGPT alanine aminotransferase
AST/SGOT aspartate aminotransferase
AUC area under the curve
BL Baseline
BMI body mass index
bpm beats per minute
CHF congestive heart failure
Cmax maximum concentration
COPD chronic obstructive pulmonary disease
CSR Clinical Study Report
CSS Clinician Symptom Score
DMID Division of Microbiology and Infectious Diseases
ECG electrocardiogram
eCRF electronic case report form
EPR-3 Expert panel report 3
ePRO Electronic Patient Report Outcome
EQ-5D-5L 5 level EuroQol© 5 Dimension (EQ-5D-5L) questionnaire
F Fusion
GOLD Global initiative for chronic obstructive lung disease
HRQOL Health-Related Quality of Life
ICF Informed consent form
ICU intensive care unit
ITT-i Intent-to-Treat infected
IWRS interactive web response system
LLOQ lower limit of quantification
LOD limit of detection
LRTD lower respiratory tract disease
MedDRA Medical Dictionary for Regulatory Activities
mL milliliters
mmHg millimeters of mercury
MRU medical resource utilization
ms milliseconds
NAEPP National asthma education and prevention program
NGS next-generation sequencing
PGI‑C Patient Global Impression of Change
PGI‑S Patient Global Impression of RSV Severity
PK pharmacokinetic(s)
PK/PD pharmacokinetic/pharmacodynamics
















